KIR gene and KIR ligand analysis to predict graft rejection after renal transplantation.
The identification of transplant patients at high risk for rejection after reduction of immunosuppression would allow minimization of immunosuppression and avoidance of side effects in low-risk patients. Next to T cells, innate natural killer (NK) cells may contribute to graft rejection. NK cell activation depends on the balance between activating and inhibitory signals, delivered by self-human leukocyte antigens (HLA) through binding of killer-cell immunoglobulin receptors (KIR). In transplantation, KIR and/or HLA mismatching may lead to NK cell activation. In this study, we have evaluated whether acute rejection after reduction of immunosuppression after renal transplantation was associated with peripheral blood NK cell frequencies or with predicted NK cell alloreactivity based on KIR gene and ligand analysis. HLA and KIR genotyping was used to analyze the presence of single KIR genes and haplotypes, and to predict NK cell alloreactivity based on the "missing self" and "missing ligand" hypothesis. NK cell frequencies were analyzed using flow cytometry. No association was found between NK cell alloreactivity based on KIR gene analysis or peripheral blood NK cell subset frequencies and the occurrence of acute rejection after reduction of immunosuppression. Our data suggest that in a setting where immunosuppression is reduced, prior analysis of NK cell reactivity cannot identify patients at risk for subsequent graft rejection.